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Figure 1 Inhibition of labelled TSH binding to TSHR coated tubes by hMAb 
TSHR1 IgG and Fab. The control IgG was a human monoclonal 
autoantibody to GAD$ 5 . 
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Figure 2 Thyroid stimulating activities of hMAb TSHR1 IgG and Fab, porcine 
TSH (70 units/mg; pTSH), recombinant human TSH (6.7 units/mg; 
hTSH) and a control monoclonal antibody (MAb: a human monoclonal 
autoantibody to thyroid peroxidase (2G4)), Basal = cAMP produced in 
the presence of NaCl free Hanks Buffered Salt Solution only. 
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Figure 3 Effect of lymphocyte donor serum on inhibition of TSH binding to the 
TSHR and on stimulation of cyclic AMP in TSHR transfected CHO 
cells. In the case of the binding inhibition assay the serum was diluted 
in a pool of healthy blood donor sera. For the stimulation assay, the 
serum was diluted in NaCl free Hanks Buffered Salt Solution. Healthy 
blood donor sera (n - 3) gave responses ranging from 1.1 — 1.3 x basal. 
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Figure 4 hMAb TSHR1 Heavy Chain V, D and J region nucleotide sequence 
Figure 4a 

caaatgcagctggtgcagtctggagcagaggtgaaaaagcccggggagtc 
tctgaagatctcctgtaggggttctggatacaggtttaccagctactgga 
tcaactgggtgcgccagctgcccgggaaaggcctagagtggatgggcagg 
attgatcctactgactcttatraccaactacagtccatccttcaaaggcca 
cgtcaccgtctcagctgacaagtccatcaacactgcctacctgcagtgga 
gcagcctgaaggcctcggacaccggcatgtattactgtgcgaggctcgaa 
ccgggctatagcagcacctggtccgtaaattggggccagggaaccctggt 
caccgtctcctcagcctccaccaagggcccatcggtcttccccc 
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Figure 4b 


caaatgcaqctggtgcag tctggagcagaggtgaaaaagcccggggagtc 50 
PCR primer 


tctqaaqatctcctgtaggggttctggatacaggtttacc lagp^^te^al 100 


CDR I 


^3^Ca^| tgggtgcgccagctgcccgggaaaggcctagagtggatgggc^^ 150 


CDR II 


cgtcaccgtctcagctgacaagtccatcaacactgcctacctgcagtgga 250 


gcagcctgaaggcctcggacaccggcatgtattactgtgcgagg |G3^9a§; 300 


CDR Ml 


^^^fe^lg^^^^^fc^^^^^^g^ll tggggccagggaaccctggt 350 

constant region 

caccgtctcctcagcctccaccaagggcccatcggtcttccccc 394 
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Figure 5 hMAb TSHR1 Heavy Chain V, D and J region amino acid sequence 
Figure 5a 

QVQLVQSGAEVKKPGESLKISCRGSGYRFTSYWINWVRQLPGKGLEWMGR 
I DPTDSYTN Y S PS FKGHVTVSADKS INTAYLQWSSLKAS DTGMY YCARLE 
PGYSSTWSVNWGQGTLVTVSSASTKGPSVFP 


Figure 5b 


QVQLVQSGAEVKKPGESLKISCRGSGYRFTg^^WVRQLPGKGLEWM 

CDR I 


50 


llH^M^y^MKGl HVTVSADKSINTAYLQWSSLKASDTGMYYCAR^ 100 


CDR II 


CDR III 


constant region 


131 
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Figure 6 hMAb TSHR1 Light Chain DNA sequence 

Figure 6a 

ctgcctgtgctgactcagccaccctcggtgtctggagcccccaggcagag 
ggtcaccatctcctgttctggaaacagctccaacatcggaaataatgctg 
taaactggtaccagcagctcccaggaaaggctcccaaactcctcatttat 
tatgatgatcaactgccctcaggggtctctgaccgattctctggctccag 
gtctggcacctccgcctccctggccatccgtgggctccagtctgaggatg 
aggctgattattactgtacatcatgggatgacagcctggatagtcaactg 
ttcggcggagggaccaggctgaccgtcctaggt 


Figure 6b 

ctgcctgtgctgactcag ccaccctcggtgtctggagcccccaggcagag 
PCR primer 


ggtcaccatctcctc 


CDRI 


50 


100 


fc^a^l tggtaccagcagctcccaggaaaggctcccaaactcctcatttat . 150 


fc^fegg^^^g^cpg^g^^ ggggtctctgaccgattctctggctccag 
CDRII 

gtctggcacctccgcctccctggccatccgtgggctccagtctgaggatg 


200 


250 


aggctgattattactgt ^g^^g^^^g^^^^^^gg^^^g 

CDR III 

ttcggcggagggaccaggctgaccgtcctaggt 


•300 


333 
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Figure 7 hMAb TSHR1 Light Chain protein sequence 

Figure 7a 

LTVLTQPPSVSGAPRQRVTISCSGNSSNIGNNAVNWYQQLPGKAPKLLIY 
YDDQLPSGVSDRFSGSRSGTSASLAIRGLQSEDEADYYCTSWDDSLDSQL 
FGGGTRLTVLG 


Figure 7b 


LTVLTQPPSVSGAPRQRVTISC|§^P^3^rGI^A^|WYQQLPGKAPKLLIY 50 


CDRI 


^lD^feS|GVSDRFSGSRSGTSASLAIRGLQSEDEADYYC ^%^^ DS^S| 100 
CDR II CDR III' 

FGGGTRLTVLG 111 
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Figure 9 9D33 Heavy Chain nucleotide sequence 
Figure 9a 

gacgtccagatccagcagcctgggactgagcttgtgaagcctggggcttc 
agtgagactgtcctgcaaggcttctggctacaccttcaccacctactgga 
tgcactgggtgaagcagaggcctggacaaggccttgagtggatcggagag 
attgatccttctgatagttat,actaactataatcaaaagttcaagggcaa 
ggccacattgactgtagacaaatcctccagcacagcctacatgcacctca 
gcagcctgacatctgaggactctgcggtctattactgttcaagaaactac 
ggtagtggctactactttgactactggggccaaggcaccactctcacagt 
ctcctcagccaaaacaacacccc 
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Figure 9b 


qacgtccaqatccagcagcctggg actgagcttgtgaagcctggggcttc 
PCR primer " 


a 


qtqagactgtcctgcaaggcttctggctacaccttcacc|acctactgga 

CDRI 


50 


100 


|tgcacl tgggtgaagcagaggcctggacaaggccttgagtggatcgga|gagj 150 

CDR II 


ittgatccttctgatagttatactaactataatcaaaagttcaagggc|. 


a a 


200 


ggccacattgactgtagacaaatcctccagcacagcctacatgcacctca 

CDR III 


gcagcctgacatctgaggactctgcggtctattactgttcaaga(aactac 


250 


300 


|qqtagtggctactactttgactac| tggggccaaggcaccactctcacagt 


350 


ct cct cagccaaaacaacacccc 
constant region 


373 


10 % 
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Figure 10 9D33 Heavy Chain amino acid sequence 

Figure 10a 

DVQIQQPGTELVKPGASVRLSCKASGYTFTTYWMHWVKQRPGQGLEWIGE 
IDPSDSYTNYNQKFKGKATLTVDKSSSTAYMHLSSLTSEDSAVYYCSRNY 
GSGYYFDYWGQGTTLTVSSAKTTP 


Figure 10b 


gVQIQQPG TELVKPGASVRLSCKASGYTFT g^^g wVKQRPGQGLEWIG§ 50 


KCK primer UDTTT 


IDPSDSYTNYNQKFKGKATLTVDKSSSTAYMHLSSLTSEDSAVYYCSRuMY 100 
CDRII CDRTTI 


GSGYYFDYjWGQGTTLT VS SAKTTP 12 4 

constant region 
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Figure 11 


9D33 Light Chain nucleotide sequence 


Figure 11a 


ggcgttgagatgacacagtcgccagcaatcatgtctgcatctccagggga 


gaaggtcaccatgacctgcagtgccagctcaagtgtaagttacatgcact 


ggtaccagcagaagtcaggcacctcccccaaaagatggatttatgacaca 


tccaaactggcttctggagtccctgctcgcttcagtggcagtgggtctgg 


gacctcttactctctcacaatcagcagcatggagactgaagatgctgcca 


cttattactgccagcagtggagtagtaacccgtggacgttcggtggaggc 


accaaactggaaatcaaacggctgatgctgc 


Figure lib 


qqcgttgaqatgacacaqtcgcca gcaatcatgtctgcatctccagggga 
PCR primer 


50 


qaaqqtcaccatqacctgc |agtgccagctcaagtgtaagttacatgcac| t 

CDRI 


ggtaccagcagaagtcaggcacctcccccaaaagatggatttat[gacaca 


CDRII 


100 


150 


tccaaactggcttctj ggagtccctgctcgcttcagtggcagtgggtctgg 200 


gacctcttactctctcacaatcagcagcatggagactgaagatgctgcca 2 50 


CDR 111 


cttattactqc |caqcagtggagtagtaacccgtggacg] ttcggtggaggc 300 


accaaactggaaatcaaacggctgatgctgc 

constant region 


331 
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Figure 12 9D33 Light Chain amino acid sequence 

Figure 12a 

GVEMTQSPAIMSASPGEKVTMTCSASSSVSYMHWYQQKSGTSPKRWIYDT 
SKLASGVPARFSGSGSGTSYSLTISSMETEDAATYYCQQWSSN PWTFGGG 

TKLEIKRLML 


Figure 12b 

GVEMTQSPA IMSA5 PGEKVTMTC[SA^SSVSYjjH|WYQQKSGTSPKRWIYjDT| 50 
PCR primer CDR I 


sklas1 gvparfsgsgsgtsysltissmetedaatyyc |qqwssnpwt| fggg 100 


CDR II CDRUI 
RLML 

constant region 


TKLEIKRLML 110 


